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Danish 3R-Center WELCOME to more than 140
participants.

Please use the opportunity for
networking. Presentations are
covered and with abstracts and
selected PDFs of presentations.

Replacement Reduction Refinement

Annual meeting as a 2 day symposium -

This year with several European speakers
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Program 10th + 11th November

News from 3R centres and activities (DK, NC3R, /&rhus, Novo
Nordic)

Presentation of last years 3R projects supported by the centre
Teaching, perceptions and practices in Denmark
Networking

3Rs in Europe and new instruments (QSAR, Toxicogenomics, stem
cells, human experijments)

Danish 3R award 2015

Past and future (History and human 3D -cultures)
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Fig. 3: Proportion of genatically modified animals of

the total number of animals

The graph shows the annual percentags of tranagenic animals

of the total animals used for scientific purposess from 2002 to 2012
in the United Kingdom (UK, red triangles), Germany {DE, BHlus
squares) and Switzerland (CH, greean circles). Data are calculataed
from amnual publicationa on statiatics on animals used for
asciantiic purposes from the German Fedaral Ministry of Food and
Agriculture (BMEL), the UK Homse Ofhce and the Swizss Fedearal
Food Safety and Veterinary Office (BLWV).
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Fig. 4: Publication activity and animal consumption in
examplary areas of neurcdegensrative research

(A} Total number of publicationz in the fisld of Alzheimer's dizeaze
and Parkinzon's dizsase research (using the saarch termsa
“Alzhaimer” or "Parkinzon” and limiting publications to “Journal
Article”, "Other Animalz”, iLs., non-human animalz and =sarching
for every year individually using the "Publication dates” intarface
of PubMead). [B) Calculated percentage of publications in the

figld of Parkinzon's diseass involving animals (uzing the search
terms “Parkinzon” and limiting pulblications to “Journal Articha”,
“Other Animalz", i.e., non-human animalz and zearching f

or every year individually using "Publication dates” interface of
PubMed). (Z) Total number of publications in one exemplary

figld of exparimental Parkinzon's dizaase research using the
1-mathyl-2-phanyl-1,2,3,8-tetrahydropyridin (MPTP) animal modsl.
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Box 1: Examples of Eurcpean institutions and projects focusing on alternatives to animal experimentation

A-cute-Tox:

This FPS project “An imr-VWilo Test Strategy for Predicting Humsan
Acute Towicity™ ran 2005 - 20100

CAAT-Eurcps:

founded 2019 a=z a joint wenburs betwssan the Blioombarg School of
Public Health st the Johns Hopkins Universiny, USA, and University
of Konstanz, Germary, to form a transatiantic bridge for knowlsdgs
@nd information transfer on albamatves to animal expsrimesntation:
@mcte as an information hulb and honest broker for further dewvelopment,
evaluaton and optimization of altearnative approachess to animal
teating in toxicology and othar biomedical fislds.

ChamScrean:

this FPT project atands for “Chemical substance in witno { in siico

i N b predict human and scotoxicological effecta™ ran

¥ing
2010 to 2014
ECEAE:
The Eurcpsan Coalition o End Animal Expasriments was crestaed in
1280 by national organizationa 1o campaign o ban animal testing in
s Cosmestics SeHsIon.
ECGHA:
Eurcpaan Cheamicals Agency. regulasory agency of the Europsan
Umion formed June 2007; ECHA managss REACH and the Biocidas
regiitraton; Helainki, Finland (hiipifecha. surcpa euw).
ECOPA:
Eurcpesan Conssnsus Flatform for Alsrnatives, fowndsd in 18297,
brimg= together all national consenaws platforms on albeamative
meethods; aach platform represants animal welfans, industry,
mcademia and gowarmmeantal inetibutions.
EFAA:
Eurcpean Partmership for Alsrnative Approaches to Animal Testing.
craated in 2005 w promote the application of 3Rse; the EFAA board,
@s a public-privats parmarship. represents 5 European Commission
Diirectorats Geanerals, 7 industry ssctors and 37 companiss.
ESMATS:
thwa FPT project “Embryonic Stam csll-basaed Mowel Alemmative Testing
Strategies” aimed at deweloping @ nowsal toxicity test platform bassd
on eambryonic stem cellz, ran 2008 o 2013
ESTIV:
Europeaan Socisty of Toxicology 0 witro (ESTIVL foundsd in 1894,
strangtheans and promotes i vl toobcology. both acientifically and
aducationally across Eurcpe.
EURL ECWVAM:
The European Ceantre for thae Validation of Albemative Msthods
(ECWAM) was aestablishsed im 1901 o actively support the
dewvslopment, validation and acceptancs of 38 methoda. The
mctivities of ECWVAM weare taken on by the Europaan Unicn RAsference
Laboratory on Allematives © Animal Testing (EURL ECWVAM). formalhy
agtablished in 2011; EUAL ECWYAM, located in lzpra, Italy. belongs
to the Jloint Aesseanch Caemtre (JAC) of the Eurcopsan Commission;
EU-NETVAL . the Europsan Union Menwork of Laboratories for the
Validation of Ahlbarnative Mesthods. comprising for instance ZEBET
[Canter for evaluation of teet mathods at the Gearman authoriny for risk
mssessmant (BFF) in Barling in Germany, supports EJRL ECWARM in
walidation stedies for assessmeant of the reliability and relevancse of
alwrnative maethoda.
Eurcgroup for Animals:
was establizhed as a non-govermmental organization in 1980 as the
firat coaliton of Ewropaan animal walfars groups. Itiz well recognizsd
by the Ewropasan Parlimmeant and Commission as the eading animal
wralfare organization at EU lewel and represents animal welfara
imersets on many EU adhwi W SO @mnd consultation bodies. It

alezo holds the sscratariat of the Europaan Parliament intsrgroup

on the welfare and conservation of animals.

EUSAAT:

The Eurcpsan Society for Alarnatives o Animal Testing was
founded in 1894 (a= MEGAT, the Middls Europasan Society for
Ahernotives to Animal Experniments). It aims o dissseminate
information on alErmatives o animal esting, and it is reesponsibls
for the annual crganization of the Eurcpean Gongress on
Albernatives to Animal Testing in Line. Austria

EU-ToxRisk:

& Horizon2020 project. esndowed with EUR 30 million and starting
in 2016; the project will focws on repeated dose systemic xicity, with
liver, kidney. lung and nervous system as well as dewslopmeaniald
reproduscton ity as targets. Both read-acroes and the AOP
concapt will be prol .

TNV ITROR:

The Intematicnal Socisty for v vile Maethods promotes tha
dewalopment. af o s ptancs of i Wi modsals i
biomeadical resaanch.

IWTIF:

Thea in wilre Testing Indwstrial Platform gathsrs companiss

[(weor ldwida) in an informal platform founded in 1893 Currently it
comprizes 6 companies from different esctore (assay developars,
technology providers. chemical, pharmaceutical and cosmetics
companies) with significant in vlio testing activities.

LUSH:

Pubfic limited company; sinee 20012 LUSH menderze a prizs for
animal-free msethods research and policy support; with E250,000 it
iz by far the biggest ssward in the non-animal tecting anaoa_
MEF — 3R= =scientists pairing schama:

Thiz platform, ereated in 2015, brings togather Meambsars of the
Buropean Parliameant (MEP) intersstsd in abesrnative approachss

o animal teating with relewant sxparts: from corresponding memiber
astatea. The firat maeting was held in January 2015 in the facilities

of the Europsan Parfiameant in Brusssals and invoheed MEP= and
sciantists from 17 Ewropsan cowmtries.

Pradict-I:

The FPT project ~Profiling the toxicity of new drugs: a non animal-
bassd approach integrating toxicodynamics and bickinstice™ ran
from 2008 o 2013

RaProTect:

This intsgrataed FPS projsct intendad o dewvslop & nowsal approach
in hazard and risk assessment of repreductive toxicity: ran from
2004 to 2009,

Sociaty ALTEX Editiom:

pubfishes ALTEX — ARematives o Animal Experimesntation — the onby
opan scurce journal sntirely dedicated to ZAa.

SEURAT-1:

This FPT RAeasasarch Initiative running 2011 - 2015 was funded with

= 50 million by Cosmetice Ewrops and the Europaan Commission.
It imbands to the dewsl nt of the complex araa of
repaeated doea toxicity.

Stop vivizection initiative:

An European Gitizens' Initiative (ECI) asking the Europsan
Commission o "considor the solid scisntific principles that invaldsts
thea animal model™ and thus © ban animal ees in eeasanch and teating
iin tha EU. This inftative, registsred in Juns 2012 (ECIZ201Z)P000D00T ),
had by Mowvembear 2013 collected owver 1.17 Million signabures across
265 of the Ell = 28 mambsr statss. Thees wers pressmsd as a patition
in March 2015 to the Commizsion. The Buropean Commission
rejecd this patition on June 379 20156
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Fig. 5: Participants of the

first mesting of the MEP- 3Rs
scientist pairing escheme
Members of the European
Parliament (MEP, bold) intereated
in alternatives to animal testing
from 17 European member states
(depicted white on the map)

wers paired with scientists from
cornresponding countries (in italics)
involved in research in the fisld

of altarnatives to animal testing
(ysllow rectangles).
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Tab. 1: Paired scientizgtz and MEF from corresponding countries

Country* MEP= Scientists
Austria Karin Kadenbach, Prof. Walter Pialler (Medical Univerzsity Innsbruck)
Josrg Lischtfried
Czech Aapublic Pavel Poc Prof. Ludak Blaha (Recetox, Mazaryk University)
France Pascal Durand Mr Philippe Hubsart [Director of Inaris),
Prof. Robert Barcuki (Universite Pariz Descartes)
Finland Sinpa Pistikainen Prof. Tima ¥likomi {Univerzity of Tampers)
Germany Su=anna Melior, Prof. Thomas Hartung (University of Konstanz (SAAT))
Stefan Eck Dr Mardas Dansshian (University of Konstanz (ZAAT Europa))
Grescs Eva Kaili, Prof. Dimostheniz Sarigianniz (Arnistotle Univarsity)
Mitiliadiz Kyrkoz
Ireland Mairead McGuinness Dr Rex FitzGerald (SCAHT)
lealy Simomna Bonafe's offica, Prof. Anna Bas=i (LAAF, University of Ganoa),
Fabio Castaldo’s offica, D Lawra Calville {lstitute Auwoclogico ltaliano),
Marco Zullo Dr Suzanna Alloisio (Mational Ressarch Council, Genova)
Luxemburg Georges Bach, D Valernis Zuang (Eurcpaan Gommission)
Clauda Turmes
Poland HAoza Thun's office, Prof. Lecnora Buzanska (Polizh Academy of Sciences)
Janusz Wojciechowski's office
Portugal Liliana Aodrigues’s office Prof. Muno Franco (Institute for Molecular and Cellular Biology)
Aomania Daciana Sarbu, D Lucian Farcal {Biotox SAL)
Claudiu Tanazsscu's office
Slowvenia Alojz Patarls, D Martina Klaric (Cosmetics Europe)
Ivo Vajgl
Spain Pilar Ayuzo Prof. Guillarmo Repstto (University Pablo de Olavide)
Swedean Fradrik Fedarlay Prof. lan Cotgreave (Swetox)
The Metherlands Anja Hazenkamp Prof. Coenraad Hendrikeen (Institute for Translational Vaccinology),
Dr Marie-Jeanne Schiffslars (Utrecht University)
United Kimgdom Julia Girling, Prof. George Loizow (The Health and Safety Laboratony)
Ksith Taylor

* MEP= from Balgium (Bart Stass) and Denmark (Jeppe Kofod) aleo showed interests to join but the comrmesponding scientists were not
available at the time of the svent.
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Early Alternatives

Cell Culture
(one cell type,
few parameters)

Today

Future

Organo-typic
Cell Culture

(Coculture, Organ function,
often Perfusion)

Human-on-chip
D | (Multi-Organ Models

With Microfluidics)

Cell Culture
+ Omics or Image
Analysis (high-content)

Automated Cell
Culture (high-

throughput Screening)

Toxicity Mechanisms
(“Adverse Outcome Pathways”,
/ “Human Toxome”")

Integrated

W | Read-across

and

Test Strategies
- (combined tests)
Structure / Activity-

Relationships
(Correlations) \

Modeling
(Receptor binding,
Virtual Organs, Kinetics)

Systems Toxicology
(“Virtual Patient”)

CAAT 2.1 - a vision and a strategy
led by Thomas Hartung
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Announcement of Workshops 14-18 August 2016 at
Panum, University of Copenhagen with 3R

Bridging genomics, human environmental health risk assessment and
the 3Rs in animal science

to be organized by the Nordic Environmental Mutagen Societies (NordEMS) and
adhered to program of the European Environmental Mutagen Societies
(EEMS), and European Concensus Platform of Alternatives (ECOPA) in August
2016 in Copenhagen.

Organising committee:Lisbeth E. Knudsen, University of Copenhagen,
Denmark (chair)

Joarn A. Holme, Norwegian Institute of Public Health, Head of Norwegian Society
of Pharmacology and Toxicology (NSFT)

Margareta Tornqgvist, Stockholm University, Sweden
Tuula Heinonen, president of FICAM and SSCT, Finland
Kristin Olafsdottir, University of Iceland




